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1 . The questions wlicthcr tlie claimed invention appears to be novel to Uivolve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I j the entire iiitcrmitional appiiCiJtion. 

c laims Nos , 21 — 23 
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the saicl iiUcra.ntioi>al application, or the <ii[\6 clfiuns No,s. 21 - 2 IS 

relate to tlie tbllowin" subject niauer which does not require an international preliminary examination (specify): 



A method for treatment of the human and animal body bv theraoy 
(PCT Rule 67 . 1 (iv) ) 



[ I ll^^ description, clahns or drnwiiig.s (huVtcatc particuhir ehmeuU hehw) or said ckims Nos. 
ai-e so miclear liiai no meaningful opinion could be fomied (specify ): 



[ I the claims, or said clahiis Nos\ 



are so iriadcqiiately supponed 



□ 



by the description tliat no meauijigful opinion could be formed. 

no international search report has beeii established for said cLiims Nos. 



2. A meaningful international i-urcliniiiiary examination camioi be carried out due to the failure of the nucleotide and/or amino acid 
sequence hsting to comply with tlie stindard provided for in Anne.N C of Uic Administrative JbistructioDS: 

I I the written fonn has not been furnished or dties noi coitiply w ith the sLindard. 

[ I the computer readable form lias not been furnished or does not comply with the standard, 
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Novelty' (i^) 



Inventive stCj.) (TS) 



industrial applicability (lA) 



Claims 
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C:itntions and explniwTioDJi (Rule 70.7) 



The invention relates to at^idino derivatives, their use as 
medicaments, pharmaceutical co.mpositions containing them and 
synthetic routes to their production. The invention also 
leiaLes to the use of these compounds as an active ingredient 
m TThe manufacture of a medicament for the treatment of a 
condition where inhibition of thrombin is required. 

WO, A, 9632110 discloses thrombin inhibiting compounds which 
contain an N-amidinopiper idinylmethyl group (see especially 
claim 5 page 42 and page 19 table 2) . 

Claims 1-20 and 24 of 04-04-2001 are considered to be novel, 
^urtner, there as no information in WO, A, 9632110 which would 
lead a person skilled in the art that these compounds are 
useful as thrombin inhibitors. Thus, claims 1-20 and 24 are 
considered to fulfil the requirements of novelty, inventive 
step and industrial applicability. 

d^;iv.V-^^^^^^lT^^^''^^'°'' "^'^^^ 23.12.98) discloses amidmo 
derivatives which are useful as thrombin inhibitors. No 
specific compound according to this document has been found to 
be included m the present claims, wo, A, 9057932 is therefore 
not considered to hinder a patent 



WO, A, 9625426 further discloses the general state of 
which 3s not considered to be of particular relevance. 
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selected from Cj^ alkyl, Cj^ alkoxy (which latter two groups are 
optionally substituted by one or more halo substituent), methylenedioxy, 
halo, hydroxy, cyano, nitro, S(0)2NH2, C(0)0R2^, SR^^, S(0)R^^\ 
S(0)2R^^ or N(R2'')R28; 

R^ represents one or more optional substituents selected from OH, Cj^ 
alkoxy, Ci^ alkyl (optionally substituted by one or more halo group), or 
N(R29=')R29'>; 

r25^ R29a ^jjjj j^29b independently represent H, Ci^ alkyl or C(0)R^"; 
R^^ represents H or Cj^ alkyl; 
R^^* represents Ci^ alkyl; 

R^' and R^* independenUy represent H, Cj^ alkyl or C(0)R^°, or together 
represent Cj^ alkylene, thus forming a 4- to 7-membered ring, which ring 
is optionally substimted, on a carbon atom that is a to the nitrogen atom, 
with an =0 group; 

R^^ R^^, R^^, R^'* and independently represent, at each occurrence, H 
or Ci^ alkyl; 

Y represents CH2, (CH2)2, CH=CH (which latter group is optionally 
substituted by Ci^ alkyl), (CH2)3, CH2CH=CH or CH=CHCH2 (which 
latter three groups are optionally substituted by Ci^ alkyl, methylene, =0 
or hydroxy); 

R^ represents H or Cj^ alkyl; 
n represents 0, 1, 2, 3 or 4; and 

B represents a strucmral fragment of formula Ilia, Illb or IIIc 
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D1N^ "NHD2 D1N^^NHD2 



Ilia lilb Illc 

wherein 

X^ X^ X' and X^ independently represent CH, N or N-O; 

X^ and X*" independently represent a single bond or CHj; 

R^^ represents an optional substittient selected from halo, Ci^ alkyl (which 

group is optionally substituted by one or more halo group), N(R^2)R", 

OR^'^orSR^'; 

R^2 andR" independendy represent H, Ci^ alkyl or C(0)R^^; 

R^'*, R" and R^^ independently represent H or C^^ alkyl; and 

one of and represents H, and the other represents H, OR*, NHR% 

C(=X")X'2R'', or and together represent a structural fragment of 

formula IVa:- 




IVa 

R'' represents H or -A^[Xi'*]„[C(0)]rR^ 
R" represents -A5[X^1„[C(0)],R^ 

represents, at each occurrence, a single bond or Cj.jj alkylene (which 
alkylene group is optionally interrupted by one or more O, S(0)„ and/or 



89 

(5)- or (/?)- 1 -hydroxy-7-methoxy tetralin- 1 -yl-C(O)- Aze-Pab(0-C(0)-Ch) ; 
(5)- or (/?)-l-hydroxy-7-methoxy tetralin- l-yl-C(0)-A2e-Pab(0-allyl); 
(5)- or (/?)-l-hydroxy-7-methoxy tetralin- l-yl-C(0)-Aze-Pab(0-Bzl); 
(5)- or (/?)- l-hydroxy-7-methoxy tetralin- l-yl-C(0)-Aze-Pab- 
(CO-O-methallyl); 

1 -hydroxy-7-aminotetralin- 1 -yl-C(O)- Aze-Pab(OH) ; 
(S)- or (/?)-l-hydroxy-7-methoxy tetralin- l-yl-C(0)-A2e-Pab(0-Val); 
(5)- or (i?)-l-hydroxy-7-methoxytetralin-l-yl-C(0)-A2e-(Me)Pab; or 
9-hydroxyfluoren-9-yl-C(0)-Aze-Pab x HOAc. 

2. A compound as claimed in Claim 1 wherein represents OH or C^^ 
alkyl (which latter group is optionally substituted by cyano or OH). 

3. A compound as claimed in any one of the preceding claims wherein 
represents a structural fragment of formula Ila or lib. 

4. A compound as claimed in any one of the preceding claims wherein, 
when Rx represents a structural fragment of formula Ila, then the dotted 
lines represent bonds, A and E both represent CH and D represents 
-CH=CH-; 

5. A compound as claimed in any one of the preceding claims wherein, 
when R^ represents a structural fragment of formula Ila, represents 
optionally unsaturated C2- or Ca-alkylene, or -Z-A^ (in which Z represents 
0> S(0)m or N(R^^) (in which R^^ is as defined in Claim 1 or represents 
Cj^ alkyl or C(0)R^^ and m and R^*^ are as defined m Claun 1) and A^ 
represents Cp or C2-alkylene (which latter group is optionally 
unsaturated)). 
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and R\ R^,, Y, R^, n, R^^ X^ X^ X^ X^ X' and X'° are as defined in 
5 Claim 1 with a compound of formula IX, 

HjNX^R'' IX 
wherein X* represents O or NH and R* is as defined in Claim 1 ; 

(iv) for compounds of formula I in which or represents OR* or 
NHR*, reaction of a compound of formula I in which or (as 

10 appropriate) represents C(0)OR*'', in which R**^ represents a protecting 
group with a compound of formula IX as defined above; 

(v) for compounds of formula I in which or represents OR* or 
NHR% R" represents -A^[X^'*]n[C(0)]rR*, in which does not represent a 
single bond, and n represent 1, reaction of a compound of formula I in 

15 which or (as appropriate) represents OH or NH2, with a compound 
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